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REMARKS 

Applicant respectfully requests reconsideration of the present application in view of 
the foregoing amendments and in view of the reasons that follow. 

Applicants have amended the specification by incorporating the amendments 
presented on May 15, 2003, in a substitute sheet (see attached page 9). 

At the time of captioned Office Action, claims 26-205 were pending in the 
application. Claims 26-169 and 178-205, drawn to anon-elected invention, remain 
withdrawn from further consideration. 

Without acquiescing to the propriety of the Examiner's rejections, Applicants have 
amended claims 170 and cancelled claims 171-172. 

A detailed listing of all claims that are, or were, in the application, irrespective of 
whether the claim(s) remain under examination in the application, are presented, with an 
appropriate defined status identifier. These amendments do not go beyond the original 
disclosure of the application. 

Upon entry of these amendments, claims 26-170 and 173-205 will be pending. 

Statutory Type Double Patenting Rejection 

The Examiner contends that dependent claims 171 and 172 are "substantial duplicates 
of and do not further limit the invention of independent claim 170." 

To obviate this rejection, Applicants have cancelled claims 171 and 172 and amended 
claim 170. Accordingly, the rejection should be withdrawn. 

Rejection Under 35 U.S.C. §101 

Under this rejection, the Examiner alleges that the claimed invention lacks patentable 
utility on the ground that the specification fails to provide any guidance with respect to the 
function of TSAP-21 and evidence to demonstrate that TSAP 21 is a tumor suppressor gene. 
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In response, Applicants have amended claim 170 to recite "an isolated DNA molecule 
encoding TSAP 21, wherein the expression of said TSAP 21 is activated by p53- or p21- 
induced apoptosis or tumor suppression." 

As discussed in the previous response, the inventors had isolated the claimed DNA 
molecule, TSAP-21, from tumor-suppressed p53-expressing K562 revertants (see Abstract of 
Roperch et al., Proc. Natl Acad. Set. USA 96:8070-8073, 1999). In addition, the inventors 
found that TSAP-21 displays a sequence homology with an N-ethylmaleimide-sensitive 
factor-attachment protein receptor (SNARE) family member, syntaxin 1 1 (see Abstract and 
page 8071 of Roperch et al, supra). 

In fact, the inventors have observed the differential expression of TSAP-21 in four 
different model systems, namely, (i) the K562/KS cells, exemplifying p53-dependent 
regulation; (ii) the U937/US cells, exemplifying p5 3 -independent regulation; (iii) the 
US397/p21 cells, exemplifying p21 -dependent regulation; and (iv) the human SIAH-1- 
transfected U937 cells, exemplifying SIAH-1 dependent regulation. As stated by Roperch et 
al, "it is important to note that all four model systems has in common a suppression of the 
malignant phenotype and/or activation of programmed cell death" (see page 8971, right 
column, sixth line from the bottom of the paragraph before Table 1). 

Roperch et al also indicate that TSAP-21 is differentially expressed in all of the 
tested cell model systems (see Table 1). On this basis, the inventors deduced that "the 
striking overlaps in differential expression of these genes in the different model systems 
suggest that at least those sharing expression may be part of the tumor suppression and 
programmed cell death process" (Roperch et al {supra) at page 8072, right column, line 
three). 

Furthermore, Applicants enclose a sequence alignment of the claimed TSAP-21 and 
syntaxin 1 1 (see Appendix A), as evidence to support their arguments below. 

TSAP 21 gene is shorter than syntaxin 1 1 cDNA present in the database but is 
identical to syntaxin IT (see specification at Table 1, page 15). Syntaxin 1 1 has a role in 
regulating intracellular trafficking, distribution, and restriction of molecules to specific 
membrane compartments (see Roperch et al supra, at page 8073, first full paragraph). 
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Because of its sequence similarity with syntaxin, the claimed TSAP 21 gene may have similar 
functions with syntaxin. Moreover, the inventors of the instant application discovered that 
TSAP 21 is differentially expressed in tumor revertant cell lines (e.g., KS cells having a 
suppressed transformed phenotype, see specification at page 17-18 and Roperch et al. supra). 

Furthermore, the specification teaches that the absence of TSAP-21 is indicative of 
cancer susceptibility (specification at page 4, lines 10-25). It can therefore be used as a 
cancer marker or molecular fingerprint in different tumor-suppression models (see Roperch et 
al., supra). As currently amended, TSAP-21 expression is induced during p53- or p21- 
induced apoptosis and/or tumor suppression. The specification and amended claims also 
disclose how the nucleotide sequence of SEQ ED NO: 13 can be used as a nucleotide probe, an 
amplification primer or a diagnostic agent for determining the predisposition of cancer. 

Accordingly, a specific, substantial and credible use is disclosed in the claimed 
invention. Therefore, in view of the above arguments, reconsideration and withdrawal of the 
rejection is respectfully requested. 

Rejection Under 35 U.S.C. § 112, First Paragraph 

The Examiner rejects the pending claims and alleges that the specification fails to 
describe the subject matter of the pending claims in such a way as to enable one skilled in the 
art to practice the claimed invention. 

Applicants submit that the specification is objectively enabling for the full scope of 
the claims. Claims 170 has been amended while claims 171-172 have been cancelled. The 
specification also discloses a substantial and credible utility for TSAP-21, a utility which has 
been confirmed in the above cited peer-reviewed journal. 

In view of the above, reconsideration and withdrawal of the rejection are respectfully 
requested. 

Rejection Under 35 U.S.C. § 112, Second Paragraph 

The Examiner considers claims 170-172 as indefinite because these claims only 
describe how the TSAP 2 1 DNA is produced and do not define the structure or function of 
the claimed DNA. 
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In response to the rejection, Applicants have amended claims 170 and cancelled 
claims 171 and 172. In addition, as remarked above, the specification teaches that the 
absence of TSAP-21 is analytic of cancer susceptibility (specification at page 4, lines 10-25). 
Thus, TSAP 21 can be used as a cancer marker or molecular fingerprint in different tumor- 
suppression models (see Roperch et al. 9 supra). 

In addition, claim 170 has been amended to recite that TSAP-21 expression is induced 
during p53- or p21 -induced apoptosis and/or tumor suppression. Therefore, this-claim does 
describe a function for TSAP-21 . Accordingly, Applicants respectfully request the 
reconsideration and withdrawal of this rejection. 
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CONCLUSION 



In view of the foregoing amendments and remarks, Applicants respectfully submit that 
all of the pending claims are now in condition for allowance. An early notice to this effect is 
earnestly solicited. 

The Examiner is invited to contact the undersigned by telephone if it is felt that a 
telephone interview would advance the prosecution of the present application. 

The Commissioner is hereby authorized to charge any additional fees which may be 
required regarding this application under 37 C.F.R. §§ 1.16-1.17, or credit any overpayment, 
to Deposit Account No. 19-0741 . Should no proper payment be enclosed herewith, as by a 
check being in the wrong amount, unsigned, post-dated, otherwise improper or informal or 
even entirely missing, the Commissioner is authorized to charge the unpaid amount to 
Deposit Account No. 19-0741. If any extensions of time are needed for timely acceptance of 
papers submitted herewith, Applicant hereby petitions for such extension under 37 C.F.R. 
§1.136 and authorizes payment of any such extensions fees to Deposit Account No. 19-0741. 



Respectfully submitted, 



Date 
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By 




3000 K Street, N.W., Suite 500 
Washington, D.C. 20007-5143 
Telephone: (202) 672-5569 
Facsimile: (202) 672-5399 



FOLEY & LARDNER 



Washington Harbour 



Stephen B. Maebius 
Attorney for Applicants 
Registration No. 35,264 
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possible to envisage novel modes of action on the 
abovementioned sequences for, for example, therapeutic or 
diagnostic purposes . 

Figure* — 1 — represent a — tho oxtondod T 6 AP — 3^3 — soquonc o — (SEQ 

5 ID No. — 5-)-5 Tho underlined portion correspond s — to tho aoquonco 

as — originally — brought — fee — light — fey — the — invontoro . Th o — bold 

characters — corroapond — fee — th e — s equence — having — 100% — homology 
with tho p 4 0.5 — oubunit of tho 26 S human protoa s omo. 

Figur e — 2 — repre se nts — th o — oxtondod T S AP — 2-1 — sequenc e — (S EQ 

10 iB — Ne-s 13 ) . T h e — underlined — portion — corresponds fee the 

s e qu e nce as originally brought — fee — light by the — inventor s . The 

bold characters corrospond fee fehe soquonco having IOOSg 

homology with syntax in 11 of tho group of S NARE protoins > 

Other characteristics of the invention will become 
15 apparent upon reading the example below. 

MATERIALS AND METHODS 
Cell cultures 

K562, KS , K52 and K53 cells were used as models. 
The K5 62 line is a tumor line derived from a chronic leukemia 

20 of erythromyeloid type. It is characterized in particular by 
a Philadelphia chromosome which contains the translocation 
(9,22) in which there is a rearrangement of the bcr gene with 
the abl proto-oncogene . This line has, moreover, an abnormal 
karyotype and overexpresses the myc and pim-1 oncogenes. 

25 These lines are described in the reference A. Telerman et al . : 
A model for tumor suppression using H-l parvovirus, Proc . 
Natl. Acad. Sci . USA. Vol. 90, pp. 8702-8706, September 1993. 

In summary, a monoclone of K562 was infected with 
the H-l parvovirus. This infection caused a massive death of 
30 the cell culture. After maintaining this culture for a period 
of two months, the KS clone was isolated. The same experiment 
carried out a second time provided, after three 
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